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Dockets Management Branch (HFA-305)
Food and Drug Administration

12420 Parklawn |Dr. rm. 1-23

Rckckville, MD 20857

R]@: Investigatipnal New Drug Application #6859

Dear Sir/Madam
In accordance with 21 CFR §312.54 we are enclosing a copy of the informgtion that Has been
publicly disclosed by the Institutional Review Board (IRB) at Vanderbilt Ufiversity Medical
Center, Nashvillg, TN, concerning research involving an exception to inforped conseft. This
in¢ludes the agenda (Attachment 1, presented by the principal investigator, fnd Attachment 2,
présented by, the Chairman of the IRB) and minutes (Attachment 3) from thg Communrjity
Cdmmittee Meeting on March 24, 1997; minutes from the Human Relation§ Commisgion
Meeting on Apri| 7, 1997 (Attachment 4), the Davidson County Delegation]Meeting on April 21,
1997 (Attachment 5), and the Davidson/Williamson County Chapter of Mothers Agaifist Drunk
Driving (MADD) Meeting on April 22, 1997 (Attachment 6); a news releasg (Attachnjent 7) and
a ane-page summary of the newly enacted federal regulation regarding emeqgency resqarch and
wdiver of informgd consent (Attachment 8) that was sent to the Rural Hospjtal Associption by the

IRB for dissemirfation to the rural hospitals and their community boards, al¢
letlers accompanying the release (Attachment 9, 10); an article that appeare

the Nashville Te
lodal paper, The

nessean, on April 22, 1997 (Attachment 11); an article th
Fennessean, on April 23, 1997 (Attachment 12); an article

local paper, the Nashville Business Journal, on April 28, 1997 (Attachment

news releases (A
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ftachment 14, 15) and resulting articles that appeared in thq

on March 14, 1997 (Attachment 16) and April 25, 1997 (J

an article that appeared in a local newspaper, The Tennessean, on April 30,
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in the log
appeared|
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e cover
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in the
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ce with 21 CFR §312.54, this information is also being s
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rmation is also being submitted to the IND file.
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If there are any questions concerning this information, please contact me at

Sincerely,

Maulik Nanavaty%

Director Regulatpry Affairs
Blood Substitutes Program

ment Branch (HFA-305)

pltation by presenting a proposal of the study to the Comm

h study was presented at various other community meeting|
a news release and a one-page summary of the newly enag
tncy research and waiver of informed consent was sent to t
issemination to the rural hospitals and their community bo
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down the road.”

high,” he said.
The nev
after it is frozen.
“All you
it,” Morris said
military not far
Morris

work. If the
actually get to

of people better.”

)

Attachment 7

v synthetic blood product has a shelf life of more than a year, %nd can be thawed for use

1'd have to do is manufacture it, ship it over on one airplane aid thaw it \Lhen you need
. "If this product is proven to work, it may have tremendous impli¢ations for the

id it is believed that the earlier the synthetic blood produc is used the better it may
uct is proven effective, it will more than Likely be of
hospital, administered while they are en route, either in a or

t use before the patients
ambulance.

gh and can we give it in volumes sufficient enough to save liyes,” Morris said.
nfident we're not going to make anyone worse. The qugstion is ¢

As part of the new regulations giving research institutions the authority to tyeat gravely ill
patients with investigational drugs or devices in some emergency situatiops without| their consent,

VUMC

BBIND #6859-012

feedback from the community. To respond, please contact| Vanderbill's Institutional
(615) 322-2918 or fax comments to (615) 343-2648.
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WHAT|IS IT?

\lood substitute

carries oxygen to the tissue

Differeatiate from saline

WHERE DOES IT COME FROM ?

Expired Human Blood

Rasteurized

Reduced Risk Of Viral Transmission

WHY DO WE NEED IT?

rauma as a Disease

150,000 deaths In USA/Yr

300,000 disabilities

Traums Demographics

Issues with Human Blood Transfusion

Specific Blood Types

Storage Issues

Disease Transmission

Attributes of DCLHb

Universal Donor

Storage Issues

Disease Transmission

ISIT ?

died in patients for 4 years
Cleared by the FDA
eviewed by > 25 IRBs
800 patieats

IS IT EFFECTIVE?

e Elective Environment
High Blood Loss Surgery
Open Heart Sargery
Hemodialysis Study
Hip Surgery

The Emergency Environment

We Don’t Know

WHAT DO WE PROPOSE TO DO?

2]

In Shock

With 40% Mortality

The Purpose

To Stabilize shock

To improve Patieat Qutcome

randomization

b o

BBIND #6859-012

DIASPIRIN CROSS LINKED HEMOGLOSIN

Look At A Group of Severely Injured Patients

Attachment |

Page 1




)

divide into 2 Groups

The Endpoints

Decreased Death Rate

Decreased Complication Rate

WHY DO WE NEED WAIVER OF CONSENT
Consent will Be Obtained If Possible

Most Likely from the Family
Ratients are very sick

40% predicted mortality
Must intervene early

concept of physiologfc reserve
Future Studies

Prehospital

SUMMARY

Diaspirin cross linked Hemoglobin Is a :
Blood Substitute

It is safe

It is effective in elective surgery.....

emergeancy environment.

BBIND #6859-012

d Now The time has come to find out Iif it Is effective in the

Attachment 1
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WHAT: O1
DEPaﬂm :

consent
investigati
;i “nvomnq h N enﬁon b
' are unable|to give informed cansent, have a life-threatening medical dondition a

i The intent
- ‘'which ava
to obtain |
and cthica

~ COMM

able treatments are unproven or unsatisfactory and where |t is not pa
rmed consent, while establishing additional protections tq provide f
studies. The ngw regulation went into effect November 1, |[1998.

CONSULTATION: The FDA and HHS recognize that s

bf the new regulation is to allow research in life-threatening] conditlon}sfor

Attachment 2

who
hd who

ible
f safa

ith life-

)

dy at 40
Center.

le research will be covered by Baxter Intemational. DCLHb|is current]
in rasaarch with non-trauma patients who are able to provide consent.

[
\}
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Attachment 3

‘March 24, 1

Present: Lois Wagner, David Sewell, Ellis, Donald Blanton, Rubel Shejly, Jan VanEys, Barbara
Kopansky, Barbara Murphy, Betty Nixon, Leona Marx, Henrietta McCallister,
Manlyn Yager, Virginia Wiley, Carolyn Hall :

Guests: Judy Jeakins, MSN, RN, John Morris, MD

‘1. Reviewed minutes and discussed meeting time and date. Next ng schedyled for April 14,
1997 at 12:00n00n. The meeting room to be announced at a later time.

‘2. Dr. John Morris presented proposed research,"The Efficacy Trial of Diaspirin|Cross-Linked
“Hemoglobin (DCLHb“‘) in the Treatment of Severe Traumatic Heporrhagic Shock”, (Baxter

s raised the issue regarding costs related to the study and
ially liable for those costs. A question whether the co
aware of |costs issues was discussed and it was determined that

isseminated to the community in future presentations. The Comm. .
to addr% the issue that healthcare must be effective and cost-effecti
information to the community-at-large.

- 5. Discussion followed about the demographics and the study popu
statistically males 18-35 years of age are a typical population seen i

6. Ms. Nixon raised the issue that this study may potentially prolong fe for 2 pulatlon who

8 DM asked for concerns that the community members may Have regarding this study.
. i i but did npt feel that
should p the proposed research from being presented to othet community groups.

.9, D:scuw n about prospective groups to target for community nouﬁ::auan anf the difficulties
ing the rural sections of the area served by the Vanderbilt University Trauma Center
followed.

BBIND #6859-012 Page 4




10. Ms. Marx

subjects who have poor outcomes whether or not the subjects are participants

11.The follo
Lﬁ? (Mothers Against Drunk Driving)
Citi

N

12. A brief dir‘?ssion about a response time for community feedback w;
¢ presentations for Dr. Morris® proposed research and be discusse;

following
meeting.

13.Issues invglving community education and long-term meeting schedy

meeting.

Metro Human Relations Commission
Laocal and rural newspapers - press releases and articles
llege newspapers - Vanderbilt University and Tennessee State Univg

reiterated the purpose of the research and emphasized the

ing recommendations were made regarding prospective g
Boards of the Rural Hospital Association

lle Delegation of the Tennessee Legislature

BBIND #6859-012

le deferre

Attachment 3

fact that these are

in the study.

roups to target:

praity

puld be determined

d at the next

d tot he next
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;Aprn 7, 1997

Nashvﬂle Met

222 2 Avenue North

Nashvﬂle TN

515-525PM

Attendees: Bet
yirginia Wiley

Betty Nixon in
emergency res
Préscnted an o
psks and bene

The Committe
There was one
;hc research an

Vx;glma Wiley,
Director, IRB

y

, RN.

W

ro Human Relations Committee

troduced the group. A brief overview about the newly enficted reggtmon about
earch and waiver of consent was presented by Virginia W{ley. Dr. John Morris
verview of his proposed research including information afjout the py|
fits and contact information for questions or comments,

e members had questions about the source of the solution
question regarding the study design. The Committee me
d expressed no concems or indications to prevent the study from g

BBIND #6859-012

Attachment 4

ty Nixon, Marilyn Yeager, Judy Jenkins, R.N., M.S.N., Jghn Morrig, Jr., M.D. and

rpose, the

If;nd its administration.
bers werg supportive of

ng forward.
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April 21, 1997

‘Davidson County Delegation Meeting

+2:00pm

Presentation pf IRB # 8618 - The Efficacy Trial of Diaspirin Cross Lin}
(DCLHb™) in the Treatment of Severe Traumatic Hemorrhagic Shock

Attachment 5

obin

(Baxter Healthcare

- Corporation) by Dr. John Morris, Jr. To the Davidson County Delegatign Meeting on 4/21/97 in
' Room 30 of the Legislative Plaza.

Betty Nixon gave a brief introduction to the purpose of attending the
. John Morris, Jr. and Virginia Wiley. Virginia Wiley
_of the new emergency research and waiver of consent regulation. Dr. N
- overview of his research study to include information about the purpos
' and contact information if individuals had comments or questions.

the speakers

ting and introducing
sented g short summary
forris predented a brief
and benefits

“ Questions frgm the Delegation members dealt with issues about the sojution whi¢h were
- answered by Dr. Morris. There were no additional comments.

 Virginia Wil :ylp

BBIND #6859-012
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April 22, 1997

MADD Meeting @ Hillsboro Presbyterian Church, 7.;30pm

Attachment 6

IRB # 8618, The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (PCLHb™){in the
Treatment of Severe Traumatic Hemorrhagic Shock (THS 95.1)

1. Raised questions about side effects to the investigational product. Cldrifying that the side

effects and what the worse possible side effects.
2. Questioned the source of the DCLHD.

3. Isthe partigipation voluntary and may the subject withdraw.

4. Asked for clarification of the order of consent or informing of subject|s family members.

5. Raised question whether or not participation in the study would affecforgan dorjation options

and/or procedures.

6. Raised question if a toxicology screen would be masked or altered by
product.

[the invest{gational

7. Raised question if the this investigational product would artificially Iqwer blood alcohol

level.

8. Raised question as to whether or not this investigational product could have long-term

benefits to comatose subjects.

9. Reviewed inclusion criteria following several references to personal &
audience.

BBIND #6859-012

xperience$ of the
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| I Attachment 7

VANDFRGILT

V4qnderbilt University

. g - ~ PUBLI]C AFFAIRS
"MEDICAIL, NEWS = BTEE
- 42 & . { LAY _/y/-—__g——hi'z
< ST — . enue South
. T ———— N 37232-2390
|7
contact VUMC Office of News and Public Affairs phone (615) B22-4747

)

)

VANDERBILT TO TEST SYNTHETIC BLOOD FRODUCT

blood product on|severely injured patients.
The new| investigational product will be administered to patients
excessive blood |

ho are in
. VUMC is one of 35 health care centers across the country tgsting the
determine if it is|a viable alternative to saline infusion, the standard treatmert.
! The upcgming trial falls under recently adopted federal regulations giYing resear.
the authority to |treat gravely ill patients with investigational drugs or devijces in so.
situations without their consent (see VUMC Reporter, March 14),

t University Medical Center's trauma center is gearing up|to test a ew synthetic

hock due to
w product to

h institutions

e emergency

The synthetic blood product, called Diaspirin Cross-Linked Hemoglobilh (DCLHD), is a purified -
human hemoglobin solution. Hemoglobin is the protein in red blood cells ghat carrieq oxygen. The

roduct, which has already been proven safe in prior studies,
. cells from volunteer donors who have been tested negative
hépa’tiﬁs and . Unlike blood, it does not need to be cross-matched an
ether’gency d so that it is available as soon as the patient arrives.
The multj-center study will compare the use of the synthetic blood product to

standard of treatment when blood is not readily available.

. “Thiss y is designed to try to identify the very sickest people who can be
administration of a blood substitute when blood is not available,” said Dr. Jo
of Surgery, and the principal investigator of the Vanderbilt portion of the stufly. Also
the study will b Judy Jerkins, RN., MSN,, clinical nurse specialist and case
of; Trauma

| Before bl
type of blood i

prepared

given, Morris explained. Giving a patient the wrong - blood

BBIND #6859-012

from units of

r the v\mrs that cause
is easily jstored in the

i Jr., professor

icipating in

ger in the division

n be a "fatal

can be given to a patient, the patient must be cross-mafched so ijat the correct
ty]l c
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mistake,” Morris said.
Cross-matching can take up to 45 minutes, time that is not available when an injired patient is
in shock, he said.

When a patient is in shock the body is unable to deliver enough blood and oxygén to all of the
vital organs and| tissues, Morris explained. Because of this, the vital organs thay no longer be able to
function and the jpatient may die. About 150,000 people die each year due to injurigs.

"The ravages of shock are dependent upon two things — the magnityde of the injury and the
length of time before the patient gets therapy for that injury,” Morris saifl. "The mest important
therapy we can give people is the ability to get oxygen to the tissues,” Morris id.
g tube can deliver oxygen from the air to the blood, Morris shid. But within the blood
t is the importance of

explained. "Hemoglobin is the business end of what a blood transfusion is all a
But blood transfusions take time to prepare. i

rmal situation, the boxcar that delivers oxygen is callde hemongbin," Morris
ut.”

_ ad something to give patients in the first 45 minutes that would carry pxygen, i.e. a
boxcar, we could shorten the time they are without enough oxygen to the tifsues. that's good,”

, when it is not feasible to wait for blood to be given, the t#ztment of choice is the
rapid infusion of|large volumes of saline to replace fluid loss due to injury, foljowed by the transfusion

red patients at the 35

Se at the greatest risk of death can be considered for the study. Patients|can be either
and must be at least 18. Patients with severe head injuries or whose heart has stopped

ood product.

the study so neither the patients nor the patients’ physician can choose which solution is given.
Possible risks associated with the synthetic blood product include a temporaty yellowinig of the skin,
red discoloration of the urine that does not affect kidney function, abdominal famps and pn increase in
blood pressure, a|desired effect in a patient suffering from shock.

Morris said the implications of the study are important for several reagons.

"It's important to the people of Tennessee for several reasons. This [is a rural ptate and the
transport time to definitive care is relatively long. Consequently the risks|of shock are relatively

BBIND #6859-012 Page 10
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On October 2,(1996, ( Federal Register, Vol. 61, No. 192, pp. 51498-51§35), the F
Admipisu*mo:n (FDA) and the Department of Health and Human Servicgs (DHHS)
tegu]anon gmng Institutional Review Boards the xmhonty to ve infoy

pents {
‘class of resexy

ntervumon.

T e )

Emergency Research and Waiver of Consent
[FDA 21 Part 50.24, DHHS 45 CFR Part 46.49

pod and Drug
issued a new
med consent
s to a limited
ency medical
ening medical

BBIND #6859-012

:ondmon and who do not have a legally authorized person to represent them. intent of the
:ew regulation is to allow research on hfe-threatmmg conditions for wiich available treatments
_ &fe unproven or unsatisfactory and where it is not possible to obtain fnformed ¢onsent, while
' &?hshmg additional protections to provide for safe and ethical studies. The regulation
went into effect November 1, 1996.
The FDA and| DHHS recognize that subjects with life-threatening contlitions wio can neither
ive informed consent mor refuse enroliment are in a vulnerable position and gre in need of
pdditional protective measures to ensure their safety and welfare. The|new regulation requires
additional protective measures be taken by the IRB when reviewing ving ahd monitoring
fesearch condyet.
The regulation requires that the IRB must find and document the followifg;
o The res involves a life-threatening situation and available treatment is ejther unproven
. or
» Obtaining consent is not feasible
® The is of potential direct benefit to the subject
» The cannot be practically carried out without waiver of consent
® Consultatipn with representatives from the communities from which|the subjedts are likely to
come
® There must be public disclosure to the community of the risks and of|the benefits and purpose
of the prior to initiation
v At completion of the study, there be public disclosure of the ographics of the study
population] and the results
® Additi reporting and recordkeeping requirements with respect 1o FDA and device
epplications must be met, and the sponsor must establish an independent monitoring
commitiee

Page 12
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@ Vanderbilt University Medical Center
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Attachment 9

May 23, 1997

Susan Veale
Rural Hospital As

Nashvxllc, TN 3721
RE: NewsRel
Dear Ms Veale:
Thanlé you for your

finda copy of the ne
distri utc the news

mcellor for Health Affairs - Institutional Review Board

ciation
5 th Floor, Cordell Hull Building

mg emergency research and waiver of consent to the rural hospitals s

e to be Distributed to the Rural Hospital Association

patience. I apologize for the delay in sending the info
ws release that Betty Nixon and I have spoken with you
release and the one-page summary about the newly

info d about the se, the risks and the benefits of the proposed re
the munity sought before the research may be initiated.
The cl:istfibuﬁon to the rural hospital association is a part of the community
for study in the news release which is currently in the process of
Insti nonal Review Board office at Vanderbilt. Responses regarding this pr
10 the Institutional Review Board Office at Vanderbilt,
Institutional Review Board
Vanderbilt University
CCC 3322, Medical Center North
Nashville, TN 37232-2103
(615)322-2918
~ fax (615)343-2648
(email) irb@mcmail.vanderbiit.edu

If you have questionls, please feel free to contact me at 322-2918. Thank you

this matter.

BBIND #6859-012

CCQ-3322 Medical Center North
Nashville. TN 37232-2103
2918 Fax: (615) 343-2447

irb@mcemail.vanderbiliedu

(615) 322
E-mail:

ation. Atfached please
out. We vould like to
regulation
e Vanderbilt
in the news

ch, and fdedback f'rom
warenesq requirement

ing reviewed by the
pposal may be directed

for your agsistance with

Page 13




Veale, Susan

May 23, 1997

Page 2

With best regards, I

Sincerely,

e

 Virginia Wiley, RN,

ant

7

Director, Institutional Review Board

Nfw

cc: Betty Nixon
Marilyn Yager
John A. Morris,

Attachments

Jr.,, M.D.

BBIND #6859-012
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& Vandert

ilt University Medical Cente,

Attachment 10

Vlee-Cb%lncellor for Health 4

May 23, 1997

To Whom It May Concem:

Attached please find a one page summary of newly enacted federal regulatwi

research and waiver
this nhrrow category

The ncw regulatio
Dﬁpd.]
auth(:Ety to waive

new gulauon applies to a limited class of research activities mvolvmg hunan subj

need of emergency
\hreainng medical
The jpt,ent of the

avail blc treatment
consent.

The FDA and the D
info e§l consent

protec
fced

On bqhalfofthc

that the attached ne
and community bo

e

incipal investigator, Dr. John A. Morris, Jr., M.D.,, of the
under review and the Institutional Review Board at Vandcrbxlt Umvcrsny,

Affairs - Institutional Review Board

of consent and a news release about a proposed research
of research.

which was issued by the Food and Drug Adminis

CC(

(615) 32
E-mail

regardir]
udy whic|

-3322 Medical Center North

Nashville, TN 37232-2103
-2918 Fav' (615) 343-2447
irb@mcmail.vanderbilt.edu

g emergency
h falls within

ation

A) and the

ent of Health and Human Services (DHHS) gives Institutional Review Boards (IRB’s) the

ormed consent requirements in some acute care clinichl investigations. This

edical intervention, but who are unable to give informed
condition and do not have a legally authorized represen
new regulation is to allow research on life-threatenin

HHS recognize that subjects with life-threatening conditio:

onsent ¢

conditio

s who

- would li

who are in
have a life-
resent them.
for which

lare unproven or unsatisfactory and where it is not possible to obtpin informed

neither give

t refuse treatment are in a vulnerable position and ard in need pbf additional
ive measures|to ensure their safety and welfare. One of theses measurds is to have IRB’s seek
k from the community-at-large about proposed research before it is initjated.

¢ to request

release and summary of the regulation be disseminateq to your Hospital staffs

Board Office at Vanderbilt University at the following ad

Institutional Review Board
Vanderbilt University
CCC 3322, Medical Center North
Nashville, TN 373232-2103

(615)322-2918

Fax (615)343-2648
(email) irb@mcmail.vanderbilt.edu

BBIND #6859-012

ds for their feedback. Responses from the community|can be

TESS:
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~~ May23,1997

Page 2

Thank you for assistance with this matter. If you have questions or concq

contact the Institutijmal Review Board Office.

Sincerely,

g Aot

Virginia Wiley, R.N.

Director, Institutio
fw
cc: John A. Morris|

Attachments

Review Board

Jr., M.D.

BBIND #6859-012

Attachment 10

TS, pleasr feel free to
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Vanderbilt researching

substitutes for blood

8y DUREN CHEEK
Staff Wriker

Some critically injured gunshot and traffic
accident victims brought to Vanderbilt Uni-
versltyMedlcalCenterwﬂlbeusedlna

sd regulations last fall that give med-

eeks, or as soon as Vanderbilt informs
munity about the purpose, risk and

will determine how well a
al pharmaceutical works In treat-

eventing the effects of blood loss.
simpliest terms, it is a substitute for

Experiments to stg
on critically wounded

" Vi

- yellowing of the body and turging urine red

BBIND #6859-012

~

HEALTH CARE

blood,” Morris said. “Hemogldbin is the mple-
cule in blood that carries oxygen, and o
is absolutely essential for tisdues and orgp
to function properly.”
About 850 patients will be finvolved in the
study nationwide, including a§ many as 44 at
‘anderbilt, :

“I think about 80% will be victims of traf-
fic crashes and about 209 wifl be victimsjof
penetrating Injuries, gunshots or sthb
wounds,” Morris sald.

Morris said the solution had been “cles
effective” in elective surgery hnd has ming
side effects, including raising Blood press

y

nene\vtederalreguladonnghosp
review boards authority to wailre the necesy
ty of consent if the patient s in need
emergency medical Interventjon or has ja
lifethreatening medical condition.

Morris sald the death rate s ongsev ¢
Injured trauma patients may be as high ¢

40% because they often suffer from shodk ]

due to excessive blood loss. A
The purified human hemoglinsoluﬂon 4
be used In the study carries joxygen. That
may improve oxygen delivery tb vital organ
reverse the effects of shock agd may 8
torincreasedmrvlvalorthese erelytra ng-
tized patient, he said. @ :

Attachment 11
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SPORTS,

Arena concession:
. We'llmakeitright

ic

Food stand mix-up worked out

A GANNETT
NEWSPAPER

N mmmanmmwm

vowu:u.m.m- smm-a

HEALTH CARE

tratma surgeon Dr. John A. Morris

Consent issue spurs ethlcs debate on medlcal procedure

a ;%MIE SMITH
Y

Jr, who will oversee Vanderdlit's
HemAssist study. Advances in emer-

1 almost every case, gency medicine have been stymied
pros

in the last decade by the inabllity to
ﬁmmmmny

patients. .
creatsd  “The reason the FDA promuigat. -.

ncgcymea- od these guidelines is if we are

going to make progres in dealing

pot given quickly, says  # Turn to PAGE 2A, Columa 1 .

~ember, Vanderdiit University

CLUTOSYH LN a
-3

81 9deq

1 ooy y



howkrelatesmhotherbiood

Components

(
real’ g down blood -

Is considered therapeutic, which ects
amM;henwm u\erapetmtsampcovhgb
S\bsmmHeresabokathepmpemes hemoglobin

fROM PAGE 1 A

with sevemxy
it attack patients, it critical to
get ntervention to those ‘patients
" he sald.
“Unless we have community
agreement that we can do sclence

very specific’ walver of consent

rules wewlllneverbeab!eto
make progress In terms of the
150peoplewhodlenyeartrom.
rauma or in those people who have
" massive heart attacks” -
--—'h expects to earoll 40

paﬂ nts in the study, a fraction of
the B3 involved pationwide, Half
wm - traditional ent, half

treatment,
trad omltneaxmentpms!{m
der ﬂxemostappm(xmem

When you have a big infury and
you bleed, the standard treatment is
u) Hl:l that blood lost
with salt water,” Morris explained.

But the problem is while that
salt Water helps to maintain some
degree of oxygen flow, it does not
ca oxygen but frees up blood
cells|that are hidden in other tis-
sues.| HemaAssist carries oxygen al-
most as well as red blood cells.”
HemAssist is made by Baxter
HealthCare Corp. of Deerfield, Ill. It

BBIND #6859-012

wuredpaﬁemsor‘

in unbiasedhshlon.mder!hls‘

skt.Noone.Mon'Bsays,wilIbe__

Vanderbﬂtapatonmedlcaleﬂn-

“This was the end product of a
very long process to see if there is a
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C&me Smlth gets pro;cct, Washbu.m cans plan

PAGB ('« NASHV._LS BUSINESS JOURNAL » APRIL 28-MAY
e

age 20

{

mﬁ:nﬂhu.)’ua&:m _ lwldau

Counfereace Drive and Iuterstats 65.
Grosndiwesking I expected 1o taks placs
in the fall, and occupancy is axpected 10
occur in lete 1958. More thes 300 corpo-
mma-mmm

mmmp.dnﬂvme.n »

* manufactwer of akpiane components, has.
been merged with Beea, Calil-based Con-
toar Acrospace.

The move is. & corpome realignment on
e part of the Washiagion, D.C.-bated The
Carlyle Group, The investment pasincrship
bought both aiscraf companies last fall and

employ sbout 2,000 workers aod bave
wahdmmﬂﬁu.

wmumw
based gukar masufacwuresr, has canceled its
plaas o open s plant snd sew campany

- wvices last fall

built in en industrie) perk noxt W0 Interstato
ﬂ.mﬂmmumdeI

which & stunds. Whoever puschases the
property will bave 10 pay $250,000 to the
Mount Julict-Wilion County Development
Board, which trimmed $250,000 off the
mmdumnmu
mhhﬂem

wwmwwn
plasaing 0 - { expedmental teatment of
scvere Laums paticnls 1o test the effective-
ness of HemAssist, 8 new blood substitute
developed by Baxter International Phanns-
ceutical. The hemoglobin solution which ks

" designed (o cary oxyges 1o lissues and

organs will be used in some cases without
‘consent of the critically injasred paticols
secciving the solgtios.

experimental
The Foc 54 Diug Admiaistration and -

the Department of Health and Himan Ser-
gave medicsl ceaters the
msithority (0 waive Informed coasent I
20508 . where there is no thoe

to be wasied obtaining it. Experimental
pocdnmmmnyleqmummd
' N

|

|

in Mount Julct.

The company did not cite & reason for its
decision snd the halting of construction for
the plant which already stands pasnially

{

Tbc knoglohm snhmol bas proved
successful in elective suigeries and has
only minor side effocts.

The Vaaderbilt program, which is
expecied to iavolve &3 many ss 40 paticats,

is placoed (o begin In two of theee weeks.

~ & pant of 2 oatlon i effort that will
iavalve 850 pitlents Jo 34 other medical

mmwwn

students, with two moeiving the Jupes A,

monetery gifts. .
Local businesses and individuals who

for lis plml $2.6 llm;.
lccndug ® General Manages Rob Gor-

Thehlldhgisheiogfmddbym-
exempt boads, kssucd by the Mewo Ladus-

trial Develogment Bose) and marketed eod. Lady
undeswritten by J.C. Bradfond as well as

froma & building fuad «~ive this summer in
whkhSL]mlnhnwwgomwlhc

of Service & Results

AQ“aff“'Cmmry',

!
!

Wud(ﬁﬂhhlsa
purchase.
Tha new 11,500-square-foot bui

dren ages 18 and under. Claywon Assxy;
LLC has sn executive mansgement 33
&act with the new company, which pla 3t
begin construction oo the fisst clin
Beentwood this June.

Officers of the maw company illtg
Jabn 8. Crysel, curreatly the CEO of P
Side Hospital in Johnson Cisy and soo
be chief operating officer of PediaNet

. Johm.T. Nettesville Jc., founder and ¢

directors include Fred C. Goad br., d
mudco-CEOofBlvoy(:upcm

Nutmuel-wrmwa

Mayor’s Office of Bconomic Developm
Al loast two additiona) Jocalioas
plasncd 10 open this (all in the Nashy

— | S8 Aler that, Or ! says PedialNet »

N

|
Vo
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by Doug Campbell

. treat gravely ill patients with investigational drugs or devic

= subjects are in & life-threatenmg sitnation;

. av lable freatment is cither unptoven or unsatisfactory;

g consent iy not feasible;
is potentially a direct bencfit to the pa

A new federal regulation giving research institutions the ‘Eluthority to

s In solnc

| the verious sectors of the city. The group will be responsible for infornjing

the

Additional safeguards have been included in the regulption calling

for specific rcporting and record-keeping, an independent da
committee| and full disclosure of the resulis and demo
oompleton of the study.

Historically, approval by institutional review boards
country has been a rigorous process, one that ensures that
rights are| protected.

"Cutrently, the process for reviewing emergency resesfch prot

requires [that the investigator submit a proposal with
documentation to the IRB," Wiley said.
"It is reviewed by the IRB and, following satisfactory re

jen the research has involved subjects who could no
as not possiblo to obtain consent from a leg
tive, the research usumally could not be approved

most cases,"” she sald.

BBIND #6859-012

ederal regulations did not permit research withodi consen

jponsge
nmittee,

by the

monitofing
iphics uk)on

ttf'ougbout
the patignt's

the

s
eppropuiate

the
al

give consent
y authogized

IRB

 in

Attachment 14

. emergency | situations without their consent is being implemented |at

. Vanderbilt (University Medical Center.

P The government's guidelines apply to a limited class Jof research

 activities -~ those involving persons in desparate need of ppssible life-

. saving trestment but who arc unable to give consent and havp no famiily
or someong to legally represent them.

"The | community-at-large must now be made aware of [the specific
research Heing proposed,” sald Virginia Wiley, director pf VUMLC's’
Institutional Review Board.

“Its pn additional step in the approval process," she sald,| “but it slso
means some people will now have access to care they may not have had
before." :

The U.S. Food and Dmg Adminlstration and US Depammnt of Heglth
2nd Humany Services regulation will come into play when BT
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etic blood

ancy Humphrey

rbilt University Medical Center's trauma center is
ew gynthetic blood product on severely injured patign
pew product will be administered to patients who
nssive blood loss. VUMC is one of 35 health care ¢
y testing the new product to dctermine if it

to saline infusion, the standard treatment,

Syn
by
_ Van
. to test a
The
due to exc
the county
altemative
, The
glving res

upcoming trial falls under recently adopted federa

h institutions the authority to treat gravely ill

| gearing

up
its.

in shock

Enters acrpss

(5 = viaplc

regulatl S
atients

~ investigatiqnal drugs or devices in some emergency situatipns withput

their conse!

magnitude

t (see VUMC Reportcr March 14).

e blood, it does not necd to be cross-matched
emergency depariment so that it is available as
ves.
ulu-ccnwr study will compare the use of the s

dcasemmgeriuthedivishnof’!‘rwn:a.

a patient is in shock the body is uneble to

tver enom
oxygen to all of the vital orgaus and tissues, Morgis explai
this, the vital organs may no longér be able to fung

y dic. About 150,000 people die each year du

ravages of shock are dependent upomn two th
of the injury and the length of time bcfore the

BBIND #6859-012

ings —

ion and |the

£ 0. trayma

the
patient fcts
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therapy for

Bive prople| is the ability to get oxygen to the tmsues," Morris s
A br

said, But

cartied to the tissues, That Is thc Importance of hemoglobin.
"“In & normal sltuation, the boxcar that delivers oxyge

hemoglohin{™ Morris explained. "Hemoglobin is the business en

sion {s all about."

lood transfusions teke time to prepare.

¢ had somcthing to give patients in the first 45

oxygen, ie. a boxcar, we could shorten the

tly., when it is not fessiblc to wait for blood to
f choice is the rapid infusion of large volumes

injured p

nts at the 35 trauma centers. About 20 to 30 pati
involved

each institution.

study. Patients can be either male or ferale and must be
Patients with severc head Injuries or whose hcart has st
hospital will not be enterod into the study.

The study participants will be tendomized. Some will

new synthetic blood product. Some will receive an cqual amoud: of

The order| of essigmment will be determined before the
eatered into the study so ncither the patients nor the patien
can choosc| which solution is given.

Morrls said the implications of the study are important
reasons.

that injury," Mormris said. “The most important thers

Only | those at the greatest risk of death csn be consi:?:d for

i
athing tube can deliver oxygen from the air to the t:il:od Montis
fthin the blood there has to be a method by which

oxygen

atlents
phys

is callg
of what|a

Attachment 15

)Y We chn

is

inutes tHat

"It's important to the people of Temmessee for several ﬁm This | is
a rural state and the transport time to defjnitive care is ively loag.
Consequent]ly the risks of shock arc relstively high' he said.

The ¢t may also have military applications.

In the Gulf War, for example, the job of preparing fqr Amerigan
casualties of up to 10,000 men was "profound," Monds said.

Bl products, with a shelf life of 30 days, had to be ghipped at =
point w they wouldn't expire before the hostilities took plafe.

"It ppt o significant drain on the civilian blood supply. It was cosfly.
And it wad a logistical aightmare," Morri¢ sald. .

"Imagine the logistics of 10,000 casusltics over « weeld, having |to
type and all of these casualtles. needing the logistical sypport to (be
sble to gdminister ell this bload without killing people |by making

BBIND #6859-012
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mistakes, jand doing the whole thing in & combat environnjent," rrig
said. , ,

The mew synthetio blood product hus 2 shelf lifc of mord than a year,
and can be¢ reconstituted for use after it is frozen.

“All \lyou'd have to do is manufacture it, ship It over on| one ai e
titute it when you need it" Morris said. "If this product is
proven to|work, it may bhave tremendous implications for thel military| not
e road."
is said it is believed that the eatlier the synthetic plood product
is used better it may work, If the product is proven offgctive, it |will
more than likely be of best use before the patients actually get tol the
hospital, istered while they are en route, either in a ground of air

“It's| not a question of whether this prodx.xct §erves as F boxcar.| We

know it does. It's not a queston of whether its safe. We knpw it is.| The
question i§ can we give it, can we give it early eoough and can| we give fit in
volumes sufficient enough to save lives, Motris sald. ‘

"W 're confident we're not going 10 make anyone| worse. | The
can we make a significant number of people betted."

BBIND #6859-012 ‘ Page 24
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Vanderbilt

Tedical Center

Eridd

ser regimen shows early p

ise

briees were
th disease

© 1 overall drugs S-ijarounncil (SFU) and

30 percélgnt leucovorin| — with the drug
ncer patieqls, trimetrexate, recponse rates in

“We observed a 50 percent
overall response rate. Also, 7 per-
cent of patients had a complete  which

bd spread anly to the
sent over t paticnts wWith ‘inresectable or  response, which is a larger num-  liver, bul partial respbrses were
eatment’s 23  metastatic arecl  cancer  ber than we expected. These ate  seen in 1 disease skes, Blanke
snserate. | | improved, |said Dr. Charles D. exciting results,” Blonke sajd. said, Tb; median duration of
's found that  Blanke, assistant professor of The results of the phase Tl trial  responsefwas 15.5 weqdks. Median
andard trept-  Medicine ahd the study’s princi-  were recently published in the

Soncer ~ pal investigator. Journal of Clinical Oncalogy.

d helicop

TPV
aioes

Pleose sac

... Doug CAmybelL. __

i Donm Marfe fonex

n - Tephe-
o air mbu*ancc service ks getting some holp with the arrival of g cacand helioopter. ; ity "“.‘.""‘3‘-
from ity hlub division of Trauma, and medical The new two-aircraft system ade ayeire of the
. director of icht, will be phased in, with & tempo- | SPecliq reses geing pro-

aiceraft s “The new air aft will be rary helicopter being used foc hrglola® Wilky,
ment the 24-  equipped fo meet the needs of  about sbc weeks until the perma- | dire ] 'VUMC’

days-a-weck cardiac pglients. Its hours of mont sircraft arrives in cld-May. - ] :
ght currently operation |will be designed to  “Eventually what we will be fly- onelstep in the

nunity,” said  maximize fhe benefit to our refer-  ing Is our current qircraft, and the pl prooess.”| she'said,
2 tepro- ral camunyntty for cardiac trans-

Srector of }the ports” Mdris said.

Plenst se¢ LIFEFLIGHT, page 2 pasese &2 paged

Conterence spotlights rapidly

o (\hcun(“ézhn winvld r;\f hool-‘h ‘aXsl o
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SewMsLALLY  WIYULYEmMENnt 15 8 ma)or T e A Wit Uk BLEIV P, ON FTIsY, Ma
component of the week of events. For | W- Goabel. assotiate director fpr Human Subjects Prote
example,  Vanderbilt and  the | FDA. wil speak gt the evert.
Cumberland Science Museum have * Cn Tuesday| March 18, Dr. Eteven M. Repper,
jolned forces to bring the exhibit | Horverd Medicad School, will give a lecture entitled
“Changing Your Mind: Drugs and the | "Why Moths Fly|at Night Cofnparaiive Analysts of
Brain,” to Nashuille as the first stop anjts | Clock Gene Regulation.™ Tha |acturo Wil ba held In
rational tour. The exhibic runs through | foom 114 Buttrick Hall at 4 pm.

April 22.

brain disesses,” sald Blakely.

“We wonld like to have the communi-
ty learn more about brain research so that
they cav appreciate the long-term invest-
ments that it takes to make major discov-
eries that impact on mental heslth and

“Increasingly we have become aware

for high schopl sty-

BRAIN

bsday,

uo‘

Consent ...

" Continwed from fronl page’

“but It also means some people
will now have actess to care they
may not have hod before”

The US. Food and Drug

Administration  and Us.
Department of Healthand Human
Services regulation will come into
play when: :
¢ gubjects arv in a life-threatening
sttuation;
* available treatment is either
unproven or unsytisfactory; .
* obtaining consent s not feasible;

* therels y 4 direct bere-
fit to the patient but the Investiga-
tonal tresstnient cannot be admin-
Istered without walving consent.

VUMC Is currently forming a
panel of Nashville communlty
Jeaders to serve as 3 lisison
between the  unlverslty’s
Institational Review Board and
the varlous sectors of the city. The
group will be responsible for
informing thelr own community
of the purpose, risks, benefity and
results of the rescarch. .
Additional safeguards call for

BBIND #6859-012

cases,” she said. W

protocols requires that the
gator submit a

~ “When. _the . researc]
invalved subjects whoco
give consent and it was ndt

tesearch usually could
approved by the IRB beca
eral regulatons did not
research without consent

"

4

s,

4

.o
e
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by Nancy Humphrey

" Vanderbilt University Medical
Center’'s trauma center is gearing
up to test a new synthetic blood
product on severely injured
patients, '

The new product will be
administered to patients who are
in shock due to excessive blood
loss. VUMC is one of 35 health
care centers across the country
testing the new product to deter-
mine if it is a viable alternative to
saline infusion, the standard treat-
ment,

The upcoming trial falls under
recently adopted federal regula-
tions giving research institutions

(e authority to treat gravely ill
ients with investigational
.-ugs or devices in some emer-

gency situations without their
consent (see VUMC Reporter,
March 14).

The synthetic blood product,
called Diagpirin Cross-Linked

Hemoglobin (DCLHDb), is a puri--

fied human hemoglobin solution.
Hemoglobin is the protein in red
blood cells that carries oxygen.
The synthetic blood product,
which has already been proven
safe and effective in prior studies,
is prepared from units of human
red blood cells from volunteer
donors who have been tested neg-
ative for the viruses that cause
hepatitis and AIDS, Unlike blood,
it does not need to be cross-
matched and is easily stored in the

emergency department so that itis
Please see BLOOD, page 3

Dr. John Morris
Jr., talks with
nurse Jan
Dahlke in the
emergency
room. Morris s
overseeing
VUMC's study
of a new syn-
thetic blood
product.

mmm
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NIH study haltec early due

by Cynthia Manley

An implantable defibrillator

to defibrillator’s effectiveness

mlplantablecardxacdeﬁbnﬂatom an ICD in one patient who had

(ICDs) compared with those who  been randomized to drug

thera- |

had been treated with medica- . pyinﬂwh;aLWehaveleamed

Cancer Center debuts
chemoinfsion center

of chemoinfusion chairs to 22.

by Cynthia Manley

“Wa foed verv fortunate to




Blood |..

Continued from frqnt page

available as sopn as the, patient
arrives.
The multi-center study will
compare the of the synthetic
- blood product to saline, the cur-
rent standard of treatment when
blood is not readlily available.
“This study ig designed to try to
identify the vefy sickest people
who can benefit from the adminis-
tration of a bloofl substitute when
ilable,” said Dr.
is Jr., professor of

blood can be a “fatal mistake,
Morris said.

Cross-mat can take up to
45 minutes, that is not avail-
able when an in patient is in
shock, he said

“The ravages of shock are
dependent upon two things — the
magnitude of the injury and the
length of time before the patient
gets therapy for that injury,”
Morris said. “The most important
therapy we can give people is the
ability to get oxygen to the tis-
sues,” Morris said.

“In a normal situation, the box-
car that delivers oxygen is called
hemoglobin,” Morris explained.
“Hemoglobin is the business end
of what a blood transfusion is all
about.”

But blood transfusions take
time to prepare.

“If we had something to give
patients in the first 45 minutes that
would carry oxygen, Le. a boxcar,
we ocould shorten the time they are
without encugh oxygen to the tis-
sues. And that's good,” Morris
said.

Currently, when it is not feasi-
ble to wait for blood to be given,
the treatment of cholce is the rapid
infusion of large volumes of saline
to replace fluid loss due to injury,
followed by a transfusion.

The nationwide study will
involve approximately 850 sevgre-
ly injured patients at the 35 trau-
ma centers. About 20 to 30
patients will be involved at each
institution.

Only those at the greatest risk
of death can be considered for the

organs and ues, Morris study. Patients can be either male
explained. Because of this, the or female and must be at least 18.
vital organs may|no longerbe able  Patients with severe head injuries
to function and|the patient may or whose heart has stopped in the
die. About 150,000 people dieeach  hospital will not be entered into
year due to tra injuries. the study. The study participants
)
o = .
Lo ==
£ = >
O
MJ«-&
Caring for kids
Dr. Suzanne Ing, medical director of Our Kids, was recently hon-
ored with the Guardian Angel Award from the Exchange Chiid Abuse
Prevention Ce! for her work evaluating and reported suspected
cases of child abuse. Here she accepts the award from Tom Drake,
the center's Ident, during a ceremony on the steps of the Metro
Courthouse own. .

RBIND #6859-012

will be ran zed.

Morris said the implications (
the study are impdr!.ait for seve
al reasons.

“It's important t the people {
Tennessee for seperal reasons.
This is a rural statd and the tra

=

)

casualties of up to
“profound,” Morri
Blood products, pith a shelf ki

“1t put a significant drain on
civilian blood suppjy. It was cos
ly. And it was a Iggistical nigh
mare,” Morris said.

“Imagine the logjstics of 10,
casualties over a wpek, having
type ahd_cross all of these
ties, needing the logistical sul
to be able to administer all
blood without killjng people

year,andanbe :
use after it is frozer

plane and reconst]
you need it,” Morri

the earlier the s
product is used

this product serves].
We know it does. Ifs not a ques-
tion of whether it's safe. We know!
itis. The question is gan we give it,
can we give it earlyl enough and
can we give it in vplumes suffi-
cient enough to savefives,” Morris
said.
“We're confider{t we’re not
going to make anyofe worse. The
question is can we nfake a signifi-
cant number of peofjic better.” W

J\ttachment 17

Defibrillator .

Continued from front page

tor was Nancy Conners.
The Antiarrhythmics

Defibrillators  (AVID) -~
enrolled patients with a hi
of life-threatening abno;
he‘a:ln rhythm involving the
tricles, the ing chambe
the pumping

Half the participants h:
dangerously chaotic rhy
called ventricular fibrill
(VE), while the other half h
serious ventricular tachyce
WD-—lboo-hsthurtbeat.

the United States each year,1
are believed to be due to t
two conditions. Heart attack
cardiomyopathy (heart mm
disease) are common cause
VF and VT.

In the AVID trial, pati
were randomly assigned &

shock. It is implanted ben
the skin in the chest an
attached to the heart with le:

group
38 percent reduction in d¢
compared with the grouw
patients who were treated

In the second
third years, the ICD group
about a 25 percent reductic
deaths.

“Even though the rel
benefit for the implantable d
rillators compared to d
“declined over time, the diffex
between the two treah
strategies — even at three )
— was still very significant,
Claude Lenfant, director o:
National Heart, Lung and B

Institute, said in the 1

Blair String (

All VUMC faculty and sta
members are invited to the E
String Quartet Brown Bag
Concert scheduled for
Wednesday, April 30.

Drinks and dessert will be
provided at the concert, whi
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Copyright 1997 The Tennessean
The Tennessean

April 30, 1997, Wednesday CITY EDITION
SECTION: NEWS, Pg. 8A

LENGTH: 1212 words

PATIENT'S TRUST IS ESSENTIAL

ad a terrible accident. You're losing blood.

You've beer rushed to 8 highly quahﬁed emergency room, whlch has been federally

made by Baxter HealthCare Corp. Last fall, the Food and Drug Admini
medical centers in the nation, including Vanderbilt University Medical Ceeater, the

Critics fear that the FDA's relaxation of consent regulations for this sulpstance coyld
signal a move away from strict patient consent.

But the best answer is probably found somewhere in that overwhelminp sense of
responsibility to inform. Wherever people can be educated, whether it bq as an indiyidual
patient or the broader population, the medxcal profession wins trust.

The rules for consent for a substance used almost exclusively in emergency rooms must
differ from used in non-emergency situations.

The FDA rules and Vanderbilt's effort seem to exhibit xeoogmtxon of the important goal
of having an informed public. But sometimes, informed consent of an inflividnal pdtient
is virtually impossible. That's why a push for an informed public must pérsist. '
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